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BASIC -ABSTRACT: 

Compound (CI) , or its derivative capable of binding to an oncogenic protein MDM2 
(especially human DM2) and specifically inhibiting or block the binding of MDM2 to the 
p53 (especially human) protein, in vitro or in vivo, is new. Also claimed are: (1) 
induction of growth arrest or apoptosis in tumour cells comprising a wild-type p53 and 
non-elevated levels of MDM2 by inhibiting interaction between these compounds, in vivo 
or in vitro; (2) treatment of hyperprolif erative disease by inhibiting the interaction 
in (1), and (3) preparation of a peptide or a derivative by: (a) reacting a fragment of 
the peptide having a free COOH group or its reactive derivative with a complementary 
fragment having an amino group with at least 1 free H atom or its reactive fragment 
resulting in the formation of a peptide bond, and (b) removing a present protecting 
group or derivatising the peptide or a derivative. 

USE - CI may be used to identify molecules that bind to MDM2 and to identif y/design 
inhibitors of MDM2/p53 binding. CI may also be used to purify binding partners 
especially MDM2 , diagnose disease by, e.g. measuring levels of MDM2 in blood of cancer 
and leukaemia patients and for treatment or prevention of disease involving p53/MDM2 
interactions, especially tumours and viral infections. CI can be administered nasally, 
rectally, orally or by injection. 

ADVANTAGE - By interfering with MDM2/p53 interaction, CI can activate p53 function and 
accumulation in normal cells. CI which mimics the MDM2 binding site in p53, have a 
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induction of growth arrest or apoptosis in tumour cells comprising a wild-type p53 and 
non-elevated levels of MDM2 by inhibiting interaction between these compounds, in vivo 
or in vitro; (2) treatment of hyperprol iterative disease by inhibiting the interaction 
in (1), and (3) preparation of a peptide or a derivative by: (a) reacting a fragment of 
the peptide having a free COOH group or its reactive derivative with a complementary 
fragment having an amino group with at least 1 free H atom or its reactive fragment 
resulting in the formation of a peptide bond, and (b) removing a present protecting 
group or derivatising the peptide or a derivative. 

USE - CI may be used to identify molecules that bind to MDM2 and to identif y/design 
inhibitors of MDM2/p53 binding. CI may also be used to purify binding partners 
especially MDM2 , diagnose disease by, e.g. measuring levels of MDM2 in blood of cancer 
and leukaemia patients and for treatment or prevention of disease involving p53/MDM2 
interactions, especially tumours and viral infections. CI can be administered nasally, 
rectally, orally or by injection. 

ADVANTAGE - By interfering with MDM2/p53 interaction, CI can activate p53 function and 
accumulation in normal cells. CI which mimics the MDM2 binding site in p53 , have a 
significantly greater blocking activity compared with wild-type p53 . 
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oncogenic protein MDM2 (especially human DM2) and specifically inhibiting or block the 
binding of MDM2 to the p53 (especially human) protein, in vitro or in vivo, is new. 
Also claimed are: (1) induction of growth arrest or apoptosis in tumour cells 
comprising a wild-type p53 and non-elevated levels of MDM2 by inhibiting interaction 
between these compounds, in vivo or in vitro; (2) treatment of hyperprolif erative 
disease by inhibiting the interaction in (1), and (3) preparation of a peptide or a 
derivative by: (a) reacting a fragment of the peptide having a free COOH group or its 
reactive derivative with a complementary fragment having an amino group with at least 1 
free H atom or its reactive fragment resulting in the formation of a peptide bond, and 
(b) removing a present protecting group or derivatising the peptide or a derivative. 
USE - CI may be used to identify molecules that bind to MDM2 and to identify/design 
inhibitors of MDM2/p53 binding. CI may also be used to purify binding partners 
especially MDM2 , diagnose disease by, e.g. measuring levels of MDM2 in blood of cancer 
and leukaemia patients and for treatment or prevention of disease involving p53/MDM2 
interactions, especially tumours and viral infections. CI can be administered nasally, 
rectally, orally or by injection. ADVANTAGE - By interfering with MDM2/p53 interaction, 
CI can activate p53 function and accumulation in normal cells. CI which mimics the MDM2 
binding site in p53 , have a significantly greater blocking activity compared with 
wild-type p53 . WO 9801467A 
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ABSTRACTED-PUB-NO: WO 9711367A 
BASIC- ABSTRACT: 

Testing the effect of a substance on the binding of a dm2 protein to p53, comprises the 
investigation of complex formation in a mixture, comprising: (a) p53 having specific 
DNA binding, oligomerisation and dm2 binding properties; (b) dm2 having the p53 binding 
domain; (c) DNA sequence specifically binding the p53 specific DNA binding domain; and 
(d) substance to be tested. 

USE - The method (kit provided) can be used to identify agents which inhibit the 
binding of dm2 to p53, thereby releasing p53 and promoting its tumour suppression 
activity in tumour cells. 

ADVANTAGE - The method can identify agents which inhibit the interaction between p53 
and dm2 , while allowing p53 specific DNA binding and preventing p53 conformation 
disruption . 
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